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(57) Abstract 

Acylamino-substituted acylanilide 
derivatives represented by general formula (I) 
or salts thereof, and a pharmaceutical 
composition comprising the same. They have 
an antiandrogenic activity and are useful as a 
prophylactic or therapeutic agent for prostatic 
cancer, prostatic hypertrophy, defemination, 
hypertrichosis, bald head, acne, seborrhea and 
the like in which androgen is involved as an 
exacerbating factor. 
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2- (N-^Oi>VU^-dr^-4-7/U^-D^<>XT , $;K) -2-7<^/U:7'W-t>$jc^/l, 
2- (^<>^/UaJ-dp*>T$y) - 2-^/l'7 ! n/NVi|x^/i/ 0.85 g W)i?>fem 10 ml ; I 
4-7/M-p-^yV/WnyK 0.68 g &fln*, 10 B^IHJbqlfcjSatL^ K/S«»[S:iftETai 

4fe 0.95 g Srfcfco 
#%0!llO-l 

2-T?:y-N-(4-v'ry-3-Fy7;U^-P^;^x-/W7a^^T5K 
###|4 - 1 f£/&Lfc2 - *<>i?frtt -yj}/U7]i-;UT\S — N — (4 — ->7 / — 3 — 

(glJifc) 

2-7?/-2-yf^7D t'sj- >K 2 77mg£N , N - fVTH V7 % K3 m 1 1 ZMM L . 
-10 :: C('T^^--/U^nyK0. 206ml^Px(5|ia(CTlB#|!,Wr+'L/c = ?^^T*4-T5/- 
2- Ny^A/.^-n^/u^OX-hy/WSrlDi, KML/ij&S^2teffl»$*l >. 
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- - /K9 7 : 3)mttiUMifcm{t-&¥Moom&mmmv!)t ixmz.. si imm^ 
^^-^ty-xm^^m^mmit^m^mrz, *{titw<Dmto&m*£mxw& 

##0tJlO-2 

2-757 -N- (4 - ->T/-S - Y ] )y^u^;vy^=L/V) -2 - fts-fwsTVf 
##0iJlO-3 

N— (4-^Ty-3-hy7/l^o^f-/U7i=yU) -2-^/U7Dy>T5KJfiKft: 

MWii-i 

2-T$:y-N-(3,4 - '>*->Ty7i=A') - 2 - §K 

h75Kl30mlOjl£f££, -20 : C(c:^£flLfcm i tt-WuWlQ. 2mlSriRTL^ T 
^=*V#BftT. l3«Bff-Cl«FlBJlt« ! Lfc« I 4-7$y7?B=WM8. 2gtN, N-5o< 

(2)#^tlfc!fe^H B B^^Dn^>-l()0ml(c:^?L, 7k^T^f-/l'^^7-fK25ml i £7 
^/^/U7^K25ml, =7yffc*l>*^f-/U3c-r';u|ftft:i5ml«t:Jn*., Ml? IBIS!* 

7g%mtz-_ 

2-T57-2- (3, 4-^Ty7a=.A'*/W^>fyU)if-/U Ti?"T — |- 
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#'%0'J12-1 

2 - T 5;/ - N - (4 - { sT / - 3 - h «J V A** u & ivy -jl=- >V ) - ; I - / 1^ >> 7 71 < n > 7' ^ K 
2-^>v : /W^'>^7/l'7K^/PT5;y-N- (4->Ty-3-MJ7/U^-p>^/L-yj:^/U) 

##0i|12-2 

1- T5/-N- (4— >7V-3- W7/l/7|-n^/U73:=. /W^n^A^A^^lKK 
##0IJ12-3 

3-T5:y-N-(4-->'Ty-3-hy7/U3j-D^/P73i-;U)-2, 2-/Vf/l'7D/^ 
T5K 
##«13 

2- T5;y- (3, 4— »r/7*n/W) -3-^/l-y^>T5K 

##^JlOT^fi)tL/ u c2-T!J/^dr->'*/l'7K->'UTS:y-N- (3, 4-^>7/7i-/U) 

»J:9*JB^^«W35mg«rJlfett«lbtL-C#fce 
###Jl4 

1 - ^ > v^l-^dr * /U ?K=i iV - N - (4 - i/T / - 3 - HJ 7 ^ o ^ f - / 31 =. )V ) - 2 
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###i|15-l 

4-T$/>'^o^dr>';U^yP/nV^(d.s trans 1. 43g£l$£*g£fL-N- 

y^ATkMfclOmll^ftU hV^'lsT^l. Olg^JllKL/C: ^^T-4-y/^n-c>yV 
WaWl. 59g^»xh7tKo77^^(5ml)<Sr7k^T?®TL. Ml'T2^F B TOtL/"- . 

#%0iJ15-2 

1 - (4-7/u^-o^<>yV/u)T-tf^v : >-:j-*/U7^Vfi^ 

RefEx. : ^ AcOEt:it6£ ^f - ^ 

DATA Hex :^**> 

NMR :W^*»!l^^h^ EtOH 

O&l^fEL&l^fig 1 ?, DMSO-d 6 , (Et) 2 0: r/U 

TMS ftg|S$SpT'8!l£) 1,2-diCl-Et: 1, 2-y^Pi?> 
mp :St^ 



3C3 


Ref.Ex 


DATA 


1-1 


NMR: 6 :0.77(3H.U=7.3H2),1.40-1.66(2H,m),3.40-3.64(1H,m),3.68(3H,s), 7.28-7.47 
(2H,m).7.77-7.92(2H,m),B.15(1H,cU=8.8Hz) 


1-2 


NMRfCDOs.TMS internal standard) 


1-3 


NMR(CDCl3,TMS internal standard) 

6:1.65(6H f s),3.62(3H ) s) t 4.00(3H,S) f 6.95-7.45(3H,m) ? B.20-8.49(2H t m) 
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Ref.Ex 


DATA 


1-4 


NMR: A :1.46(6H l s) ) 3.58(3H l s),7.90-8.03(4H,m) ( 8.72(1H l s) 


1-5 


NMR: h :1.48(6H ) s) ) 3.60(3H ( s) ( 7.73-8.10(4H ( m),8.85(1H,s) 


1-6 


NMR(CDCI 3l TMS interna! standard) 

b :1 .39(6H,s),3.5B(3H,s),5.43(1 H,s) J.08-7.16(2H,m),7.85-8.B5(2H,m) 


1-7 


NMR(CDCI 3 ,TMS internal standard) 

a :1.48(6H t s) 1 3.71(3H t s) 1 5.63(1H ( br),8.02-8.12(2H,m),8.31-8.40(2H,m) 


1-8 


NMR(CDCl 3( TMS internal standard) 

6 :1.44(6H t s),3.66(3H ( s) l 3.86(3H t s),5.27(1H f br) t 6.90-7.00(2H t m) ,7.56-7.86 (2H,m) 


1*0 


NMR(CDCI 3t TMS internal standard) 

<S :2.55-2.64(2H l m),3.12-3.34(2H,m),3.69(3H I s),7. 18-7.31 (3H.m),7.81-7.85 (2H,m) 


1-10 


NMR(CDCl 3 ,TMS internal standard) 
6 :1.19(3H t d t J=6.8Hz) ( 2.53(2K^^ 
7.21(2H,m) t 7.79-7.95(2H,m) 


1-11 


NMR: h :1.15-1.32(4H,m) t 3.31(3H t s),7.32-7.52(2H,m),7.73-7.89(2H r m), 8.78(1 H,s) 


1-12 


NMR: h :1 .07-1 .28(2H,m),1 .35-1 .55(2H,m) t 3.60(3H,s),7.20-7.40(2H,m),7.85-8.01 
(2H,m).9.08(lH.br) 


1-13 


NMR:6:1.40-1.57(4H,m)J.80-2.02(4H ( m) l 3.45(3H,s).7.31-7.51(2H ( m),7.40-7.90 
(2H t m),8.25(1H ( s) 


1-14 


NMR: h :1.55-2.25(8H t m) ( 3.58(3H,s) t 7.19-7.39(2H ( m),7.85-8.01(2H ( m) t 8.66(1H ( s) 


1-15 


NMR: 6 :1 .15-1 .40(6H ( m),1 .65-1 .88(4H,m),3.39(3H,s),7.30-7.51 (2H,m),7.74-7.90 
(2H,m) ,8.08(1 H,s) 


1-16 


NMR: 6 :1.38-2.30(10H,m) f 3.58(3H,s) t 7.18-7.39(2H,m),7.B3-7.98(2H ( m) t 8.38(1H,s) 


1-17 


NMR:6:1.97-2.10(4H,m),3.58-3.76(7H.m)J.27-7.35(2H ( m).7.90-7.98(2H ( m) ( 
8.64(1 H.br) 


1-18 


NMR(CDC! 3 ,TMS internal standard) 

6:1.29(3H4 ( J=7.5Hz)J.30(6H,s) i 1.54(6H,s) l 4.21(2H,q.J=7.5Hz) l 7.10(2H ( t,0=B.6Hz). 
7.71 (1 H,br),7.81 (2H,dd, J=5.4,8.6Hz ) 


2-1 


NMR: 6 :0.77(3H,t,J=7.3Hz),1 .40-1 .66(2H,m),3.42-3.66(1 H,m),7.29-7.49 (2H,m), 
7.77-7.92(2H,m),8.15(1H,d,J=8.8Hz) 


2-2 


NMR(CDCI 3 ,TMS internal standard) 

6 :1.39(3H ( d ( J=7.3Hz),2.B4(3H ( s),4.65-4.89(1H I m) ( 7.07-7.27(2H ( m),7 .76-7.92 
|2H,m) 


2-3 


NMR(CDCI 3t TMS internal standard) 

6 :1 .68(6H ( s) ( 7 00-7.33(3H,m) l 7.73-7.89(2H l m) 


2-4 


NMRfCDCl^TMS internal standard) 

6 :1 .69(6H t s),4.01 (SH.sJ.e.gS^^SH.mj.B^O-B.SI (2H,m) 


2-5 


NMR: A :1.46(6H f s),7.92-8.05(4H ( m) l 8.70(1H ( s),12.25(1H l br) 


2-6 


NMR: h :1.4B(6H t s) l 7.79-8.11(4H l m) I 8.87(1H ( s),12.23(1H l br) 


2-7 


6:1.68(6H f s).5.05(1H l S),7.05-7.14(2H,m),7.66-7.77(2H,m) 


2-8 


NMRtCDC^TMS internal standard) 
6:1.53(6H,s) l 5.44(1H f s) f B.03-8.12(2H,m),8.31-8.41(2H,m) 


2-9 


NMR(CDCI 3 ,TMS internal standard) 

6:1.43(6H 1 s),3.74(3H l s) l 5.30(1H,br),6.89-7.01(2H l m) ( 7.57-7.80(2H l m) 


2-10 


NMR(CDCl,,TMS internal standard) 

6 :1 76(6H,s).4.74(2H ( br),6.95(2H ( dd l J=1 .8Hz»7JHz) ( 7.08(2H,U=8.7Hz),7.24-7.35 
(3H,m)7.78-7.84(2H,m) 


2-11 


NMR(CDCI 3) TMS internal standard) 

6:2.58-2.69(2H,m) l 3.12-3.33(2H l m)7.20-7.29(3H ( rn) I 7.81-7.87(2H,m) 


cr i c 


M ivl n (C DC i 3 ,Tm 5 inieniai standard) 

6:1.19(3H ( d,J==6.8Hz),2.53(2H l d^=5.5Hz) f 3.59-3.88(1H,m),5.37-5.46(1H l m) 1 7.09- 
7.27(2H,m),7.83-7.99(2H,m) 
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Ref.Ex 


DATA 


2-13 


NMR: ( , i;1.10-1.42(4H,m),7.32-7.52(2H,m),7.73-7.89(2H ( m) ) 8.61(1H,s), 12.28(1H,br) 


2-1.4 


NMR: h :1 .01-1.20(2H,m) ( 1 .27-1 .49(2H ( m) ) 7.15-7.45(2H l m),7.85-8.08(2H ( m) t 
8.98(1 H.br), 12.37(1 H.br) 


2-15 


NMR: 6 :1 .20-2.05(8H ( m) l 7.29-7.50(2H,m),7.75-7.90(2H,m) f 8.05(1 H,s), 12.42(1H,br) 


2-16 


NMR:6:1.55-2.25(8H ( m),7.18-7.40(2H ( m),7.84-8.01(2H,m),8.51(1H,s) l 12.12(1H,br) 


2-17 


NMR:6:0.95-1.95(10H,m)7.27-7.50(2H t m)J.81-7.92(3H ( m) l 12.38(1H t br) 


2-18 


NMR: 6:1.25-2.35(10H ( m),7.15-7.42(2H,m).7.80-8.00(2H,m).8.24(1H,s) 


2-19 


NMR: 6 :1.90-2.12(4H ( m) l 3.57-3.77(4H,m),7.27-7.35(2H,m) l 7.90-7.98(2H l m) ( 8.52 
(1H.br).1Z37(1H,br) 


2-20 


NMR(CDCi 3 ,TMS internal standard) 

6 :1 .33(6H,s).1 .5B(6H ( s).7.07(2H.t,J=8.6Hz),7.40(1 H,br),7.81 (2H t dd, J=5.1 ,8.6Hz) 


3 


NMR(CDCI 3l TMS internal standard) 

6 :1.38(3H l d ) J=7.3Hz),2.84(3H l s),3.56(3H ) s) I 4.65-4.89(1H > m) l 7.08-7.29 (2H,m), 
7.76-7,91 (2H ( m) 


4-1 


NMR(CDCI 3 ,TMS internal standard) 

6:1.47(3H l d t J=7.0Hz) l 4.32-4.48(1H l m) ( 5.17(2H,s) l 5.25(1H,d,J=7.0Hz) 1 7.35 (5H.S), 
7.75-7.77(2H,m),7.92(1 H,br),9.06(1 H,br) 


4-2 


NMR: 6 :1.41{6H l s),5.01(2H,s)7.28-7.35(5H,m),7.69(1H,s) ) 8.07(1 H,d, 
J=8.8Hz) f 8.20(1H f d t J=8.8Hz) f 8.33(1H t s),10.34(1H t s) 


4-3 


NMR; 6 :3.27(3H l s) t 3.34-3.64(2H,m),4.35-4.46(1H,m) t 5.00-5.10(2H,m),7.30- 
7.39(5H,m)J.76-7.82(1H ( m),8.01-8.14(2H,m),8.28-8.32(1H f m),10.91(1H ) br) 


4-4 


NMR: 6 :1 .19(6H l s),3.27-3.32(2H,m) ( 4.9B(2H t s) ( 7.25-7.38(6H ( m) ( 8.03-8.17(2H,m) l 
8.30-8.35(1 H,m) 


4-5 


NMR: 6 :0.85-0.95(6H ? m) t 1 .99-2.09(1 H,m) ) 3.99(1H t t ) J=7.8Hz),4.47-4.51 (2H,m) f 5.16- 
5.22(1 H,m),5.27-5.35(1 H,m),5.86-5.97(1 H,m),7.64(1 H,d, 

J=7.8Hz),7.99(1 H,dd,J=1 .4,6.3Hz),8.07(1 H,d,J=6.3Hz),8.31 (1 H,d,J=1 .4Hz), 10.86(1 H 
,br) 


4-6 


NMR: 6 :1.60-2.90(6H,m),5.02(2H l s) t 7.10-7.50(5H,m),7.95-8.40 (4H,m), 10.24(1 H.br) 


5 


NMR(CDCI 3 ,TMS internal standard) 

^:1.57(6H ) s) l 5.10(2H,s),5.50(1H,br) I 7.34(5H,s), 10.42(1 H.br) 


6 


NMR(CDCl 3t TMS internal standard) 

£ :7.28(1H,d I J=7.8Hz), 7.87(1 H,dd,J=1. 5, 7.8Hz),8. 46(1 H r d f Js1 .5Hz) 


7 


NMR(CDCI 3) TMS internal standard) 

6 :2.93(3H t d,J=5.2Hz),4.68(1H ( br),6,68(1H l dd f J=2.4,8.6Hz) ,6.84(1 H,d,J=2.4Hz),7.41 
(1H,d f J=B.6Hz) 


8 


NMR(CDCl3,TMS internal standard) 
6 :1.26(3H,t,J=7.3Hz).1.3D(6H,s),4.18( 
7.36(5H,m) 


9 


NMR(CDCl3,TMS internal standard) 

6 :1 .29(3H t t,J=7.0Hz),1 .72(6H.s) t 4.24(2H t q.J=7.0Hz),4.66(2H l br),6.95(2H,d,J=7.7Hz 
),7.07(2H I t t J=8.7Hz),7.26-7.34(3H t m)J.73-7.77|2H,m) 


10-1 


mp: 79-80^ 


10-2 


mp: 1 16-1 ^(AcOEt-Hex) 


10-3 


mp: 234-238'C (EtOH-(Et) 2 0) 


11-1 


NMR: 6 :1.32(6H t s) t 5.34(2H,br) l 8.06(1H,d r J=8.4Hz),8.21 (1H,dd, J=2.1,8.4Hz),8.44 
<1H,d,J=:2.1Hz) 


11-2 


NMR: 6 :1 .99(3H,S).3.67(1 H,t,J=5.5Hz),4.18 (2H,d,J=5.5Hz) 5.05(2H,br), 7.95-8.20 
(2H ( m), 8.30-8.45(1 H,m) 


12-1 


NMR: 6:3.26(3H,s),3.32-3.62(3H,m),4.97(2H,br),8.07-8.15(2H f m).8.38-8.41(1H 1 m) 


12-2 


NMR: 6 :1 ,55-2.70(6H,m),5.31 (3H,br),8.00-8.55(3H,m) 


12-3 


NMR: 6 :1.14(6H,s),2.75(2H,s),3.31 (1H.br), 5.34(2H,br),7.96-8.10(2H,m).8.27-8.30 
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Ref.Ex 


DATA 




(1H,m) 


13 


NMRfCDCUTMS internal standard) <"> 0 86 (3H d J=6 6Hz) 1 07(31-1 rl 

J=7.0Hz),2.41-2.53(1H,m).3.43(1H.d,J=3.3Hz),7.73(1H,d,J=8.8Hz),7.94 
(1H,dd,J=2.2 l 8.8Hz), 8.21 (1H,d,J=2.2Hz),1 0.18(1 H.br) 


14 


NMR: 6 :1 .51 (1.5H,s),1 .53(1 .5H,s),1.86-2.04(3H,m),2. 13-223(1 H,m),3. 51 -3.62 
(1H,m) l 3.67-3.80(1H,m) l 4.88(0.5H,d,J=12.6Hz),5.07(1H.s),5.13(0.5H.d, J=12.6Hz). 
7.02-7.18(2.5H,m) l 7.27-7.40(2.5H,m),8.03-8.30{3H,m). 10.01 (1H.S) 


15-1 


NMR: 6 :1.30-2.50(9H, m), 3.10-3.50(1 H, m), 7.21-7.36(2H, m), 7.87-8.40(2H, m), 
8.14-8.28(1 H, m), 12.24(1 H, br) 


15-2 


NMR(CDCI 3 ,TMS internal standard): 6 : 3.46-6.60(1 H, m), 4.30-4.60(4H, m). 7.06- 
7.18{2H, m). 7.61-7.70(2H. m) 



mmmi 

&%MlQ-lX*£f&ltz2-7$S-N-(4-'>T;-3-bV7;i'*a^/\,7*-,u) 
^o/^>T§K250mg*^on*/UA5mlJijS#L. ftftT, H^f-A-7^ llOmg, W> 

nn*/UA50mIT-*rfR&, lNilg^Oml, ftfP£tt[*50ml-Cgfcj$L, JSt^SEIt^^^ 
3«fc0»]17 

N-(4-'/7'y'-3-H;7^P^fA'7*=rt')-2-{[(4-7A'tD7»=/U)^ 

tfL. *&T, J^W/^nyK470mg&«TLfctft, te&ftON, N-SWvl-*/k£7 
SKfcAll*.. raa*-Cli#IH«#L^<, «BETt*«ES:ff*Lfctt, xh^trW^Om! 
SrAP^S«fiff*Lfc 5 #Mifc«aE8rN, N-^5vU*/W,75K5mll^j?L, *#T, 
4-75y-2-W7/^B^/^>/=hy/U580mgS:^l:Toan^^, M-C6B# 
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N - (4- */7S -3 - MJ7/^py^/U7^;U) — 2— { t (4 -7/U^n7i=^) X/P^ 

N — (4— f S7J — 3 — hyy/M-P;^/^ j-— ^) - 2 - { [ (4 - 7/U^-n73i^/U)^/b/J> 
=■ ^] T $y I "TV X K60()mg£r h/l>^> 1 Oml llfgfl? L , Lawessong*^2 90mg£ ill 

fc£fe339mg£#7i 0 
Htef"JltP1i(-L-Clllifli0ij23, 24££-j&L/z, 

N - f 1 - [ (4 - : s7J -3 - YV? )Virv^ >V7 -j.=->\>) - 1 - ^yUzuf- 
2- (4-7/M-n^yy>r^7^/) -2-^U:7 p/<^500mg£^nn^>3()ml 

'>l:Toira^fcm, rn^MfcT, P3MT2n^®#Lfc : !5iw4-T=:y-2-HJ 

N - { 1 — [ (4- v-TV— 3 — hV ytV^"o^)V-7^.~iV) j]i\>/^4 /u] - 1 - ^f/Hf 
/H - 2 — >7 7-<^XT$K 
(] ) 7^^T5KI»5. Og<7>$^Pn**>igi!jt80mlfc, tK^T, MJ^f- ^7^8. 27ml 
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ffl-li L"C, 2 — vTy * «9B58m««r^fc.. 

(2)#%^Jl0-2-C^t/i2-T^y-N-(4-x7y-3-hy7^a^;U-7 J1 -;U) 

(1: l)»ffl«flU:0fitt*«r#fc:: w«tt^*Sr^^y-yu-SHKa^/i/a^»|jE{iJ:t»S^ 

N-(4-v'Ty-3-hy7/l'^-p^/U^-/U)-2-[2-(4-7;U^-n7i^;u)7 

(D4-7/l'tP7x-^102m{!«y^nD^yg^5mli:, *#T, W 
nyKO. 057mlSi;frJlii»N, N-i^/Utf/UATSK&UlJi, gftVC2B*iaflW$L*: 

(2)#%fl»|10-2-C^Lfc2-7'^-N-(4-'>7'>'-3-hy7/U^n^/U73:= 
/10 -2-^/K7o/^7m50mg<7>:^nn^ 

*#T±ad4-:7/i^P7^~/P7ir^/l^py^ 
H#50ij67 

N- { 1 - [ (4->>Ty-3- hy7;P^-D^^/U7ai-;U)^/^<^->C/u] - 1 _^^ /Urc ^ 

£t£ #J44 T*£ L fc2 - ( 1 1 - [ (4 - -/7 / - 3 - hV y iu u & ,v y ^ - ,v ) fj ,w 
4 /U] - \-^>V^)V\ti)V^y(,v)y^ hl50m K £*JV-'H ml life* 
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N-{\-[{4-is7 y-"*-hy-7>\'-fruil=}-/\s7- JL -;\,)j],\, / ,<z£4,),]-i .- ^ 

fr\ -S-^yy^/MWf-lfSK 

(1) 8-*yy^/U7Ki4K230ingC0^DDy^>jgjft5 m in, >K^T, tt-fDWay 
KO. 114ml£tMMfcitf>N, N-^^/U7^^T5K^D^, tK^T, 30£ft#Lfc&, 

(2) #%^J10-2T^s5cLfc2-r5/-N-(4-->T/-3-hy7/U^-n^/i.7*n 
/U)-2->f^7"nA>75K300mg«^^nD^y^5mii:, *?&T. ±f£8-*yy 
>*/U^-;^nyK^^ W ^ D Dy^>^^5m]&Wyai^/UT$>(). 364ml^JD^ t 
^rax-2NFPnM^L7t, Sf&^l^^^/u^D^, -ti^rtS^iS-WTK. M^T, *T' 

N- { 1 - [ (4 - ^T/-3 - hi) yj^n^/vy^- /u) jfr/w^yf/w] - ] -y^/u^ 

7y*-/H). 18g, l-(3-^^^ZV^ n tVU)-3-a:^^^^^Klg^0. 2 
5g4rWftAP^fc s mUX, 2mmWLt&, 2-TS/-N- (4-*sT/-3-W7A,* 

77^5mlSr^|SJja"C65B#WHifliLfe 9 KJCiKlwiafijaW^^p^, fHKi^/UTtt 
ttJU fi&fcttfk^WA*»tt-e*r*Lfcft, fc*«tlfc^*i^T!^Lfc 5 MET 

fc&^O. 26g£#£ a 
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2 - [ (4 - ->7 / - 3 - KU 7 /U^-n>^ / U7 /U) * IV. > < ,/u] - 2 - (2 - 7 /U ^ □ 
>XT$K)3i^/l. T-fe-7— h 

( 1 ) 3 - 7ir h=*r v - 2 - /U:** -> * /UT 5 S? u/ K >g£3 . 9g& N , N - i-Vf- 

H7y<fc^J({^f-;Ui— T'/utfflcSmlSrlWftap^, M.-C4l$ffl««iLfc s EfifflXZ. 
UKO. 56ml, Wai^/UT^M). 66ml^M«^JU^, &»-?2l$|!(Jft#Lfc s EJfcifrKfiSfP 

N - 1 1 - [ (4 - *>7V - 3 - Y^)yfViru^>\,y x .-,v) %/w<*j/v] -2-t Ko^f 
2 - [ (4 - *>7/ - 3 - HJ^/i^n^/u^- ,p) ^u^^fVu] -2 - (2 - yivfra^ 

*»K2miS:in*, Bia-c i f*m, Ii:ifit i ^Wft^Lyt. RJfcKfciNttMfcfcaii*. 
pH2tL, ^tiJL/hil$ B B B £IS®Lfc., »&ftfcffl*Sfi£*^ifc#L;fclft, ftKifA'-^ 

N - { 1 - [ (4 - */T/ - 3 - bV7^a^juy^ ;U) */U>»< j&^/U] - ]. - ^/loif- 
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2 - 7 £ / - N - (4 - ->7y -:)-HJ7/l,tD^*7x-^)-2-^^7nA > 7' * K4 

L, W<8S&fi&fn&SS**ThU!>A*&m5inl, /kl5mlX2, tfrfafti&Tkl 5mlTi5tft 
L, mki-Y^J^mmJt^ «LETIw*'JKSr©£-Lfc». M£^y#y^;*77.^o-'h 

4-7'n ; e-2-^nn-N-{l-[(4-y7;-3-hy7/UtD^/U7x-;L')p!;;^N 
4-^n^-2-^Pn^S#^52()mg$r-rl^tKn>'-7^i() m ]|i^L. akffiTtf^MF 

^K-7t Ko^7>4ml (3£fl¥L , tK/$T2 - T $y - N - (4 - isT J - 3 - W 7 A^o^t- 
/U7^/U)-2-^/U7P^>T5K540m« ( H^/U7^31()// l£Kg&flnx. f 5()# 

R»i^/U50mli:iNjfiK*»»30mli:(c»EL, #$Ji£g&fn^*^ W.M< 
»jft30ml, «aftft**30mIX2-C*j^L, «-7" WAT*&J£Lfc, «ETi:»«fe§ 

N — { 1 — [ (4 — ->T/ - 3- l<y7/U^D/f-/l^>'3L— /U) *yU/<^/U] - 1 - tttV-J.*- 

-4-tKD^C/^<>XTiK 
N- { 1 - [ (4 - ->7V-3 - Ny^/^D^^/P^i- yu) ^7/U/<^^/u] _ i _ ^ /ua:^- 
/U) -4-^h^^>-XT5K340mB^^^^nyKl0mll^?L. -78=C(rTlM . r : 
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N-^>^/u^->-N- {l-[(4->'Ty-3-h!J7/l/^-n^/U>'^yU)*/b/^^ 
- 1 - Ff- /U^f- )V } - 4 - 7 /I'tD^VXT 5 K 

2— :>y/^->'<yX7?K)-2-yf/U7nA>^o. 7glC/^ 

OBtfiwOmfemZ., -10 15tWK, SJfiffcyx). 48g^'>LToAfJxi/l, - 

10 l CT 1 ll#|f8£#&, (U}a^T*4-T5y-2-Ky7/U3j-n^;U-<>y=hy/K). 59g£ 

N— { 1 — [ (4—>T7-3- hy7/U^D^/U7^-/U) #/W<^/U] - 1 
;V) -4-7/P^D-N-tKn^i^^<>XT5:K 

N-^>^/U^i/-N-{l-[(4-^7y-3-hy7/P^-ny^/P7 3 :=:;U)X;/^^ 
>r/P]-l-^/H^/U}-4-7/^D^XT5K0. 3gi5<tU!tl7^=!)A0. 15g 

Hifc0>j98 

N- (4-v-T/-3-hy^/U^-P^/U7^/U)-2-^/U-2- 
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10 - 2T&Ji5cl 1z2 -75/-N- (4 - y7/-.'i - Kl^'l^a/^ ;U -7:r.-i/U ) 
!$i205mg£#/c : 

n- (4 —>ry-3-hy7/u^p^/u7x-/u) -2-^^-2- (^-<>xtxK) 

#%^Jl()-2T#fi£L/i2-T5:/-N-(4-v'Ty-3-H;-7/U^-n^/U7 i -/U) 
-2-^/^o^>T^K400m«Srt s ye/^5mll^fi?L, (tt^'M'^^mtM 
4mg, ]>yi^/l,T^22bmg^n^, MTllOlSfiflfllttLfc: II&^2Niii^i 

§ft£^/U -dr^(l :l)8ffi«5«M»il£iB£#fc 0 rflSftgfiSrRIfca^/ufc^*-*- 

n&mi tmmz ixnmm ios - 1 07^^l/c, 

HSS«ii:Pl«(iLTlllS«iJl09- 1 1 i&£f£Lfc :: 
H^J25^^^LT^»1 12- 122&£j*Lfce 

Hte#J130 

N- (4—>Ty-3-hy7/^P^/^>'y^/l-) -[4- (4-7^p^>"/^;W)T5 

»-60^*» (A) ¥ ii*^^^^**** (B) = 
H*«l30i:|BI#tLrlltt«l 31 £&$Lfc,. 
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R< R* R 6 R 7 



! A , A,-' 



ms rwaawtt 

MeOH /U 
i-PrOH :J)/7as<;—/U 



Ex. :|Ufii01J#-5§- 

Me 

Et 

Ac :T-trf/u 



Benzyl 



— at- 



<°>2 

N 
H 



9 



Ex. 


FT 


R 2 


Ft 9 


DATA 


1 


CF 3 


CN 


CH 3 


mp: 164-165 C 

NMR: 6 :1.37(3H,d,J=6.8Hz),2.94(3H,s),4.01-4.17 

(1H ( m),7.68(1H t d ( J=8.0Hz),8.06(1H ) dd,J=1.8 ) 8.8Hz),8 

.12(1H,d t J=8.8Hz),8.29(1H,d l J=1.8Hz),10.80(1H,s) 


2 


CF 3 


CN 




mp; 189-190t;(AcOEt-Hex) 

NMR: 6:1.21(3H,d ( J=6.8Hz) ( 3.94-3.98(1H ( m), 7.46- 
7.64(3H l m) ) 7.74-7.84(3H,m) t 8.03-8.08 (2H,m), 8.32- 
8.33 (1H,m),10.71(1H,s) 


3 


CF 3 


CN 




mp: 178-179t:(AcOEt-Hex) 

NMR: 6 :1.24(3H f d ( J^7.0Hz),3.94-4 ( 00{1H,m) t 7.28- 
7.31 (2H ( m)7.80-7.84(3H,m),8.04-8.08(2H,m) t 8.37 
(1H,d,J=8.0Hz),10.71(1H,s) 


4 


CF 3 


CN 




mp: 179-180C(AcOEt-Hex) 

NMR: 6 :l.24(3H,d.J=6.8Hz),3.94-3.99(1H,m) ( 7.42- 

7.B3(2H,m) t 7.73-7.B0(3H,m),7.94-8.12(2H l m) l 8.46 

(1H,d,J=8.4Hz).10.70(1H.s) 


5 


CF 3 


CN 




mp: 170-171t:(AcOEMHex) 

NMR: 6 :1 .24(3H,d,J=6.8Hz),3.93-4.04(1 H,m) t 7.63- 
7.69(4H t m),7.78(1H,dd t J=1.6 l 8.4Hz),8.04-8.09(2H,m) t 
8.07(1 H,d,J=B.4Hz),8.46(1 H,d,J=8.8Hz), 10.69(1 H,s) 


6 


CF 3 


CN 




mp: 183-1 84 C(AcOEt-Hex) 

NMR: <S :1.25(3H.d.J=7.0Hz).3.98-4.05(1H.m).7.77 

(1H l dd,J=2.0 t 8.2Hz) t 7.88-7.97(4H,m),8.00(1H l d, 

J=2.0Hz) t 8.08(1H ( d,J=8.8Hz),8.69(1H,d ( J=8.2Hz) I 10. 

74(1 H t s) 
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Ex. 


R' 


R 2 


R 9 


DATA 


7 


CF, 


CN 




mp: 134-13SC(AcOEt-Hex) 

NMR: ft :1.27(3H l d l J=6.BHz) l 3:99-4.07(1H,m) l 7.72 
(1 H.dd.J=1 .2.8.8Hz) ( 7.79(2H,d,J=8.0Hz),7.95-8.06 
(4H,m),8.66(1H,d,J=8.8Hz),10.73(1H,S) 


8 


CF 3 


CN 




mp: 1 1 1 -1 12*C (AcOEt-Hex) 
NMR: A :1.26(3H ) dJ=6.8Hz),3.9B-4.05(1H,m),7.41 
(2H,d t J=8.6Hz) ) 7.76(1H ( d,J=8.6Hz), 7.87-7.89(2H,m), 
8.06|2H t d, J=8.6Hz), 8.52(1 H.d.J^&eHz), 1 0.75(1 H,s) 


9 


CF, 


CN 




mp: 184-185'C(AcOEt-Hex) 

NMR: 6 :1.32(3H,d,J=7.2Hz) 1 4.01-4.14(1H f m),7.07- 
7. 1 2(1 H,m),7.41 -7.47(1 H,m) ( 7.78-7.82(2H ) m) ( 8.03 
(1 H.d J=1 .6Hz), 8.08(1 H l d,J=B.6Hz),8.67(1 H,d.J=8.6H 
z),10.77(1H,s) 


10 


CF, 


CN 




mp: 159-1601; (AcOEt-Hex) 

NMR. 6 :1.25(3H,d,J=7,6Hz),3.9B-4.05(1H,m) t 7.49 
(1H,t,J=8.4Hz),7.54-7.56(1H l m),7.70-7.78(2H t m), 7.79 
(1H l dd ( J=1.8 t 8.4Hz) l 8.03(1H,d l J«1.8Hz) t 8.07(1H I d,J= 
8.4Hz).8.54(1H.d.J=8 4Hz) 10.77(1H s) 


11 


CF, 


CN 




mp: 1B9-190T; (AcOEt-Hex) 

NMR: 6 :1.27(3H,d t J=7.2Hz) l 4.00.4.08(1H ( m) l 7.67- 
7.71(1 H,m) ,7.78(1 H.dd, J*1 .6,B.6Hz),7.96{1 H,d ( J=7.6 
Hz),8.00(1 H f d,J=1 .6HZ) ,8.04-8.1 1 (3H,m), 8.64(1 H,d, 
J=B.6Hz), 10.79(1 H ( s) 


12 


CF, 


CN 


-o 


mp: 1 43- 1 44 C C (AcOEt-Hex) 

NMR: 6 rl^BfSH.d^.BHzJ^.OS-^IOJIH.mJJ^O- 
7.74(2H ( m) ( 7.84(1H,d,J=8.0Hz) ( 7.96(1H,d f J=1.6Hz),8. 
01 (1 H,s),8.04-8.07(2H,m) f 8.68(1 H,d,J=8.BHz), 
10 77(1 H si 


13 


CF, 


CN 




mp: 167-1 68 C (AcOEt-Hex) 

NMR: :1.24(3H,d,J=7.0Hz) ) 4.00-4.04(1H ( m) l 7.48-7.51 
(1H,m)J.57-7.60(2H,m)J.76-7.78(2H.m).7.B5-7.90 
(3H l m) l 7.98(1H,d,J=8.8Hz) ( 8.34(1H l s),8.41(1H,d l J=8. 
0Hz). 10.63(1 H.s) 


14 


CF, 


CN 


do 


mp: 1 93- 1 94°C (AcOEt-Hex) 

NMR: 6 :1.19(3H,d,J=6.8Hz),3.95-4.00(1H,m), 7.51 

(1H,t,J=7.6Hz),7.58-7.62(2H,m),7.67-7.71 (1H,m). 7.78 

(1 H,d,J=1 .6Hz),7.93-8.06(3H.m), 8.1 3(1 H.d, J=7.2Hz). 

8.67(2H,d,J=8.8Hz),10.52(1H,S) 


15 


CF, 


CN 


1 u 

00 


mp: 199-200°C (AcOEt-Hex) 

NMR: 6 :1^7(3H.d,J=7.2Hz),4.37-4.44(1H,m).7.80- 
7.72(4H,m)7.83(1H.d,J=1.6Hz),8.00(1H,d,J=8.8Hz) l 8. 
17(1 H,dd,J=1 .2,8.4Hz),8.31 (1 H.dd,J=4.6.7.2Hz).8.43( 
1H.dd,J=1.6.8.8Hz).9.02(1H.dd.J=1.6 l 4.0Hz).10.65(1 
H.S) 


16 


CF, 


CN 




mp: 18S-1B6'C(AcOEt-Hex) 

NMR: 6 :1.34(3H,d.J=6.8Hz),3.97-4.06(1H.m). 7.00- 

7.04(1H,m).7.25-7.35(4H,m) l 7.48-7.50(2H,m),7.84 

(1H,dd,J=2.0,8.BHz),7.96(1H,d^=8.BHz),8.04(1H,d,J= 

8.0Hz),8.10(1H,d,J=2.0Hz).10.80(1H.s) 
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Ex. 


R' 


R 2 


R 3 


X 


R« 


R B 


DATA 


17 


CF 3 


CN 


H 


• 0 


CH2CH3 


H 


mp. 170-171't: 

NMR: 6 :0.B3(3H,t,J=7.4Hz),1.52-1.72 (2H. m), 
3 77-T ft2f1 H m\ 7 94-7 9B(9H ml 7 7B-7 82 

(3H > m).8.01(1H ( d t J=2.0Hz).8.07(1H l d ( J=a.4Hz) l 
8.36(1 H.d.J^B.BHzU 0.74(1 H,S) 


18 


CF 3 


CN 


H 


0 


CH 3 


CH 3 


rnp: 1 71 - 1 72 t:(AcOEt-Hex) 

NMR:(CDCI 3( TMS Internal standard) 

6 '1 .09f3H d J-7 3Hzl 2 86(3H s) 4 58-4 62 

(1H,m),7.26-7.30(2H l m) l 7.80(1H l d t J«8.6Hz), 

7.86-7.90(3H,m). 8.08(1 H.d.J=1 .8Hz). 8.79 (1H.s) 


19 


CF 3 


CN 


CH3 


0 


CH 3 


H 


mp:157-158'C (AcOEt-Hex) 

NMR' 6 1 08f3H d J=6 8Hz) 3 25(3H brV 4 09 

(1 H,br) 1 7.3B(2H,t t J=8.0Hz) J.73-7.81 (4H,m). 

8.22-8.34(2H,m) 


20 


CF 3 


CN 


H 


0 


benzyl 


H 


mp: 248-249 C(AcOEt-Hex) 
NMR: 6 :2.77-2.99(2H,m), 4.08-4.1 4(1 H.m). 7.14 
(2H,t,J=B.BHz),7.19-7.26 (5H,m),7.61-7.64 
(2H ( m),7.72(1H t d,J=B.8Hz), 7.96(1 H,s), 8.07 
(1 H l d,J=8.8Hz).8.61 (1 H.d.^B.BHz), 10.77(1 H,s) 


21 


CF 3 


CN 


H 


0 


H 


H 


mp: 179-180t:(AcOEt-Hex) 

NMR: A :3.77(2H.d t J=6.1Hz),7.38-7.42 (2H, m), 

7.86-7 .90(3H,m),8.08-8.12(2H,m) ( 8.25-8.27 

(1H,m),10.71(1H,s) 


22 


CF 3 


CN 


H 


S 


CH 3 


H 


mp: 86-87 C 

NMR: 6 :1.32(3H f d,J=6.8Hz),4.39-4.46 (1H, m), 
7.2B-7.34(2H,m)7.78-7.84(2H,m), 8.18-8.24 
(2H,m),B.31(1H,d,J=8.4Hz),8.42 (1H,s), 
12.01 (1H.S) 



H6 



1 H (0) 2 



Ex. 


R 1 


R 2 


A 


R» 


DATA 


23 


CF 3 


CN 


Me Me 


Jl l| 


mp: 166-167C(AcOEt-Hex) 

NMR: 6:1.41(6H l 8) l 7.0B-7.10(1H l m), 7.57- 

7.61(1 H,m) ,7.84-7.87(1 H,m) ,8.07-8. 14 (2H ( 

m),8.23-8.30(2H,m).10.29(1H,s) 


24 


CF 3 


CN 


^OMe 




mp: 90-95 C(Ac0Et-(i-Pr) 2 O-Hex) 
NMR: 6 :3.19(3H.s) i 3.42-3.52(2H I m) 1 4.09- 
4.17(1 H 1 m) l 7.23-7.2B(2H,m) l 7.76-7.84 (3H, 
m) ,8.0 1 -8.03(1 H, m) ,8.07( 1H t d,J=:8.4Hz) , 
8.51(1 H,d.J=9.2Hz),10.8t(1H,s) 
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Ex. 


R 1 


R 2 


A 




DATA 


31 : 


CF 3 


CN 


Me Me 




mp: lU-UtfCfAcOEt-Hex) 

NMR(CDCI 3l TMS internal standard ) 

A :1 .47(6H,s),5.84(1H,s),7.22(2H,t ) J=8.8Hz), 

7.79(1 H.d.J=8.8Hz).7.90-7.95(3H,m). 8.07 

(1H,s),9.20(1H,br) 


32 


CF 3 


CN 


Me Me 




mp: 109-1 lO'CfAcOEt-Hex) 
NMR: 6 : 1 .50(6H.s),7.89-7.92(2H,mj.8.00- 
8. 1 5(4H.m) ,8.28 ( 1 H.d, J=2.0Hz),8 .90(1 H,s), 1 
0.33(1 H.S) 


33 


CF 3 


CN 


Me Me 


-£>0CH 3 


mp: 124-125t;(AcOEt-Hex) 
NMR: 6 :1.45(6H,s),3.76(3H,s),6.82(2H,d, 
J*8.8Hz),7.73-7.75(3H,m),7.89-7.92 (1 H,m), 
8.00(1 H,d.J=2.0Hz),9.67 (1H.S). 10.83(1 H.S) 



mi 




Ex. 


R 1 


A 


R 9 


DATA 


25 


CF 3 


Me Me 




mp; 207-20Bt: 

NMRfCDCfsTMS internal standard ) 
6 :1.77(6H,s),6.29(1H,s),7. 15-7.1 9(2H,m), 7.76 (1H, 
d l J=8.3Hz),7.75-7.63(2H l m) l 7.87-7.90(1 H t m), 8.07 
(1H,d,J=2.0Hz), 10.67(1 H.S) 


26 


CF 3 


Me Me 


OCH, 

-£> 


mp; 124-125 r C(AcOEt-Hex) 

NMR; 6 :1 .57(6H,s),3.97(3H,s),7.05(1 H.t. J=7.2Hz), 
7.20(1 H l d,J=8.4Hz),7.49-7.54(1H ( m), 7.79(1 H.dd, 
J=2.0,8.4Hz) t 8.07(t H,d,J=8.4Hz),8. 15(1 H.dd, J=2.0,8 
.4Hz) l 8.31(1H I dJ=2.0Hz),B.55(1H,s) l 10.20(1H,s) 


27 


CF 3 


Me Me 


-Q>-CN 


mp: 256-258 i C(MeOH-EtOH) 

NMR: 6 ;1.54(6H,s) t 7.9B(2H ( m) f 8.03-8.15 (4H, m), 

8.29(1 H.d.J=2.0Hz).8.85(1H,s) I 1 0.22(1 H.s) 


28 


CF 3 


Me Me 




mp: 222-225t;(AcOEt-Hex) 

NMR: 6 :1.55(6H,s),7.87(2H ( d ( J=8.BHz),8.06 (1H,d, 
J=8.8Hz) l 8.13-8.15(3H f m),8.30(1H,d ( J=2.0Hz) f 8.83 
(1H,s),10.23(1H v 8) 


29 


CN 


Me Me 




mp: i98-i99t;(EtOH) 

NMR: 6 :1.52(6H ( s) ( 7.31(2H,W=8.8Hz) ( 7.98-B.04 

(3H,m),8,10(1H ( dd,J=2.0 ) 8.6Hz),8.30(lH,d t J=2.0Hz) l 

8.59(1H.s) l 10.15(1H.s) 


30 


CI 


Me Me 




mp: 227-230 < C(AcOEt-Hex) 

NMR: 6 :1 51 (6H,s),7.31 (2H t t,J=8.9Hz) t 7.75(1 H, dd, 
J=2.6 f 8.7Hz).7.B5(1H t d,J=8.7Hz) t 8.00(2H ( dd ( J=5.4,8 
,9Hz),8.06(1 H.d.J=Z6Hz) .8.55(1 H.br) , 1 0.00(1 H ,br) 


34 


CF 3 


Me Me 


F 


mp: 168-169 C(AcOEt-Hex) 

NMR; 6:1 .54(6H,s),7.27-7.32(2H,m),7.52-7.58 

(iH,m) ( /./2-/./bnn,m),8.utj (iri.a, j=b.4nz), 8.i6 

(1H,dd l J=1.6 f 8.4Hz),8.33(1H l d f J=1.6Hz),8.52(1H,d,J 

=1 .6Hz). 1 0.22(1 H.s) 
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Ex. 


R 1 


A 


Ft 9 


DATA 


35 


CF 3 


Mc Mc . 
X. 




mp: 204-206 C(AcOEt-Hex) 

NMR; 6 :i:53(6H f s) i 7".3B-7.43(TH 1 m) l 7.S0-7.56- (1 H, 
m)7.75-7.78(2H ( m),8.04-8.15 (2H,m), 8.30(1 H,s), 
8.69(1H,s),10.22(1H.s) 


36 


CF 3 


Me Me 

X. 




mp. 184-185 V G(CHCI 3 ) 

NMR: 6 :1 .54(6H t s).7.51-7.54(1 H.m) t 8.G5(1 H,d ( J= 
8.8Hz), 8.13-8.16(1H.m),8.24-8.27 (1 H,m),8.30(1H, 
d,J=1 .6Hz),8.72(1 H,dd,J=1 .6,5.2Hz). 8.80(1 H,s), 
9.11(^^=1.6^), 10.22(1H,s) 


37 


CF 3 


Me Me 

X. 




mp: 129-130C((j-Pr) 2 O) 

NMR: (S:1.61(6H,s) ( 7.64-7.62(1H,m),8.00-8.01 (2H, 
m), 8.06(1 H,d,J=9.2Hz),8.14-8.16 (1H,m), 8.31 
(1H,d, 

J=1.6Hz),8.72(1H,d,J=8.8Hz) t 8.83(1H t S) ) 10.34(1H,s) 


3B 


CF 3 


Me Me 

X. 




mp: US-U^CJAcOEt-CeHe) 
NMR: 6 :1.58(6H,s),7.59-7.65(2H.m),7.98-8.06 (5H, 
m),8.14-8.17(1H,m),8.32(1H,d,J=1.6Hz), 8.66 (1H,s), 
8.74(1 H.sl, 10 26(1 H s) 


39 


CF 3 


Me 

-A. 


o 


mp: 220-221C(AcOEt-Hex) 

NMR(CDCt3,TMS internal standard ) 

6 :1.26(3H,s), 1.79-1. 65(1 1H,m) ,4.68-4.72(1 H,m), 

5.98-6.00(1 H,m) ( 7.81-7.83(2H,m). 7.98-8.00 (1H,m), 

9.88-9.89(1 H,m) 


40 


CF 3 


Me 




mp: 206-207 ; C(AcOEt-Hex) 
NMR (CDCI3TMS internal standard): 6 :1. 61 (3H,d, 
J=8.6Hz),4.93-4.97(1 H,m),6.82-6.84(1 H,m), 7. 1 6- 
7.19(2H ( m),7.76(1H,d ) J=B.5Hz) l 7.B4-7.87 (2H,m), 
7.97(1 H,d, J=8.5Hz),8.02 (IH.sJ.g.BBOH.s) 


41 


CF 3 


Me Me 




mp: 166-1 67 O(AcOEt-Hex) 

NMR: 6 :1.53(6H,s),7.1 8-7.23(1 H,m),7.34-7.40 (1H, 
m), 7.79-7.85(1 H,m),8.08(1H,d, J=8.8Hz), 8.16 (1H, 
dd,J=1. 6.8.8Hz). 8. 32MH d J=1 6Hz) 8 55MH d J=1 6 
Hz),10.22(1H,s) 


42 


CF 3 


Me Me 




mp: 182-183C(AcOEt-Hex) 

NMR: 6 :1 .52(6H,s) ( 7.14-7.20(2H,m),7.48-7.56 (1 H, 
m) ( 8.10(1H,d,J=:B.8Hz),8.17(1H,dd, J=1.6, 8.8Hz), 
8.33(1H,d,J=1.6Hz) t 9.10(1H.s) t 10.20(1H.s) 


43 


CF 3 


Me Me 

X. 


CI 

-£>-.. 


mp: 214-215'C(AcOEt-Hex) 
NMR: 6 :1.51(6H ( s),7.55(1H,dd,J=:1.6Hz l 8.0Hz), 
7.66-7.69(2H ) m),B.0B(1H l d t J=8.4Hz), 8.18-8.21 (IH, 
m), 8.35-8.36(1H f m),8.87(1H t s), 10.28(1 H,s) 


44 


CF 3 


Me Me 

X. 




mp: 171-172'C,(AcOEt-Hex) 

NMR: A :1.49(6H,s),2.01(3H,S)7. 16-7.1 8(1 H,m), 

7.34-7.38(1H t m),7.51-7.55(1H,m),7.B5(1H ( dd t J= 

1 .6,7.2Hz) ,8.1 8(1 H,d,J=8.8Hz),8. 1 8(1 H,dd ( J=1 .6,8.8 

Hz) f 8.33(1H 1 d f J=1.6Hz),B.61(1H.s),10.17(1H,s) 


45 


CF 3 


Me Me 

X. 


\ — / 


mp: 207-20ffC(AcOEt-Hex) 

NMR: 6 :1.51(6H,s),7.65-7.69(1H,m|,7.76-7.80 (2H, 

m\ 7 R7-7 fiQf 1 H m\ R OR.R 1 flM M m\ dido on M u 
in;,! .0 / - / .os| i n,rn; t o.uD-o.iu \ 1 0,111), 0. 1 o-o.^U (1 n, 

m),8.38(1 H,s),8.93(1 H,s), 10.30(1 H,s) 


46 


CF 3 


Me Mc 

X. 




mp: 215-216X:(AcOEt-Hex) 

NMR: 6 :1.58(6H,$),7.46-7.60(3H ( m) ( 7.85 (1H,d> 

J=6.8Hz) .7.97-8. 13(4H,m) t 8.24-8.26 (1H,m),8.39 
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Ex. 


R 1 


A 


R 9 


DATA 










(1H,s).8.86(1H ( s) l 10.42(1 H f s) 


47 


j 


Me Me 

X 


&-* 


mp; 195-196T:(AcOEt-Hex) 

NMR; 6 :1 .52(6H,s), 7.35-7.40(1 H,m),7.45-7.49 (1 H, 
m), 7.61 -7.66(2H.m) ,8.08(1 H,d,J=8.8Hz), 8.21 (1H. 
dd,J=2.4 I 8.8H2) ( 8.38(1H ( d t J=2.4Hz),8.81(1H,s) ( 10.2 
7(1 H,s) 


48 


CF 3 


Me Me 

X 




mp: 180-182 C(AcOEt-Hex) 

NMR: 6 :1.52(6H,s) ,7.40-7.51 (3H,m) ,7.61 -7.65 (1H, 
m),B.05-8.24(2H ) m),8.37(1H ( br) l 8.83 (1 H,br),10.28 
(1H,s) 


49 


CF 3 


Me Me 

>^ 


-Q 


mp: 203-204C(AcOEt-Hex) 

NMR: 6 :1.54(6H,s),7.46-7.50(2H,m),7.53-7.57 (1H ( 
m) ( 7.93-7.95(2H.m),8.05(1H,d, J=8.4Hz), 8.14 
(1H,dd,J=1.6 t 8.4Hz) i 8.31(1H,d,J=1.6Hz),8.86(lH,s) ( 
1 0.20(1 H,s) 


50 


CF 3 


Me Me 




mp: 106-107C(AcOEt-Hex) 

NMR: 6 :1. 51 (6H,s), 6.63-6.66(1 H,m), 7. 18-7 .20 (1H, 
m),7.B6-7.88(1H ( m) t 8.05 (1H,d, J=*8.4Hz), 8.13-8.17 
(1 H.m),8.30(1 H,d,J=2.0Hz) ,8.38(1 H,s) , 1 0.25(1 H,s) 


51 


CF a 


Me Me 


ll ll 
» 

Me 


mp: 1 45- 146t: (AcOEt-Hex) 

NMR: A :1,48(6H,s),3.72(3H,s),6.04(lH,dd,J=2.4, 

4.0Hz),6.B9-6.92(1H,m),6.9B-7.01(1H,m) ( 7.97 (1H, 

s) l 8.05(1H,d,J=8.8Hz),B.15-8.19(1H t rn), 8.33(1 H,d, 

J=1.6Hz),1G.17(1H,s) 


52 


CN 






mp: 209-21 0t:(AcOEt-MeOH) 
NMR: & :2.01(3H,s) f 4.34-4.46(2H,m),4.83-4.90 (1H, 
m) t 7.30-7.37(2H,m) ) 7.96-8.06(3H,m), 8.09(1 H,d r 
J=8.BHz),8.30(1 H,d,J=2.4Hz),B.97<1 H.d ( J=7.6Hz) l 1 0 
.98(1 H,s) 


53 


CF, 


Me Me 

X 




mp: 125-1 27 C (AcOEt-Hex) 

NMR: 6 :1 .52(6H,s),7.1 6-7.20(1 H,m),7.76-7.79 (1 H, 
m),7.95-7.98(1 H.m) ,8.05(1 H,d, J=8.8Hz), 8. 1 3-8. 1 8 
(1H,m),8.30(1H,d,J s =2.0Hz),8.54(1H,s),10.23(1H,s) 


54 


CF 3 


Me Me 

X 




mp: 1 98- 1 99 C (AcOEt-Hex) 
NMR: 6 ;1.51(6H,s),2,27(3H,s),7.21-7.29(2H,m), 
7.32-7.37(1 H,m) l 7.54-7.58(1H ( m) ,8.07(1 H,d, J=8.B 
Hz),8.19(1 H,dd,J=2.0,8.8Hz),8.38(1 H,d,J=2.0Hz),8.5 
3(1H,s), 10.25(1 H,S) 


55 


CN 


Me Me 

X 




mp: 1 75- 176 C C (AcOEt-Hex) 

NMR: 6 :1.52(6H,s),7.27-7.33(2H,m) ,7.52-7 .58 (1H, 
m) l 7.72-7.77(1H,m),8.05(1H l d t J=:8.4Hz), 8.13 (1H, 
dd,J=2.0,8.4Hz) ,8 34(1 H,d,J=2.0Hz),8.51 -8.55 (1H, 
m),1 0.20(1 H.s) 


56 


CN 


Me Me 

>^ 




mp: 139-141^ (AcOEt-Hex) 

NMR: 6 :1. 51 (6H t s),7.1 4-7.21 (2H,m),7.48-7.57 (1H, 
m) ,8.07(1 H,d,J=8.8Hz),8. 1 2(1 H,dd,J=Z0,8.8Hz).8.35 
(1H,d,J=2.0Hz),9.1 1 (1 H,s),1 0.16(1 H,s) 


57 


CF 3 


Mc Me 

X 




mp: 221 -223 l C (AcOEt-Hex) 

NMR: A :1.56(6H,s),7.43-7.50(2H,m),7.95-8.08 (3H, 
m),8. 15-8.1 9(1 H,m),8.30-8.34(2H,m) ,8.86 (1H,s), 



|10.29(1H,S) 
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Ex. 


FV 


A 


R 9 


DATA . 


58 


CF 3 


OMe 




mp: 195-1 96 C(AcOEt-MeOH) 

NMR: h :3.31(3H,s),373(2H,d,J=4.4Hz),478-4.85 

(1H ) m),7.28-7.35(2H,m),7.54-7.61(1H l m),7.66-771 

(IH.mJ.B.OZ-S.OetlH.mJ.B.IZdH.d^B.SHzJ.S.ai 

(1 H,d,J=2.4Hz) ,8.55-8.66(1 H,m) ,1 1 .01 (1 H ( S) 


59 


CF 3 


x ou ' 




mp: 187-188r,(AcOEt-Hex) 

NMR; 6 ;3.32(3H,s),370-379(2H,m),4. 77-4.84 (1H, 
m)7.29-7.36(2H.m) ( 7.97-8.14(4H,m), 8.32 (1H ( d, J= 
2.0Hz) t 8.83(1H,d,J=6.8Hz),10.99(lH,s) 


60 


CF, 


Me Me 

X. 


6:; 


mp: 164-165X:(AcOEt-Hex) 

NMR: 6 :1 .53(6H t s),7.2B-7.34(1 H.m) ,7.50-7.64 (2H, 

m) f 8.09(1H l d,J=8.4Hz) ( 8.17(1H,dd t J=1.6,8.4Hz) l 8.34 

(1H l d,J=1.6Hz).874(1H.s),10.24(1H,s) 


61 


CF 3 


Me Me 

X. 


XX, 


mp: 208-209C(AcOEt-Hax) 

NMR: 6:1.53(6H t s),7.53-7.61(1H,m),7.78-7.84 (1H t 
m),8.01-8.08(2H,m) ( 8.12-8.15(1H.m), 8.29 (1H.d. 
J«1.e Hz), B70(1H,s),10.21(1H.S) 


62 


CF 3 


Me Me 

X. 


r xx r 

F 


mp: 161-162 c C(AcOEt-Hex) 

NMR: A :1.52(6H,s),7.33-7.45(2H,m) ,7.59-7.65 (1H, 
m),8.08(1 H,d,J=8.8Hz) ( 8.1 5(1 H,dd.J=1 .6,8.8Hz),8.33 
(1 H,d,J= 1 .6Hz) ,8.71 (1 H.s) ,1 0.24(1 H.s) 


63 


CF 3 


Me Me 

X. 


Me 
Me 


mp: 143-l44°C((i-Pr) 2 0) 

NMR: t> :1.11(9H ( s),1.42(6H l s),7.39(1H t s),8.04-8.11 
(2H.m),8.30-B,33(1H,m).9.00(1H,s) 


64 


CN 


Me .Me 

X 


"& 


MS FAB (m/z):383((M+1) + ] 

NMR: 6 :0.97(6H,d,J=6.6Hz).2.05-2.19(1H,m),4.51 
{1H,t l J=8.3Hz) l 7.15(2H,t,J=7.9Hz) ) 7.46-758(1H, m), 
8.01 ( 1 H,dd,J=1 .9,8.5Hz),8.09(1 H,d,J=8.5Hz),8.33(1 
H,d ( J=1.9Hz).9.15(1H,d ( J=8.3Hz),11.03(1H.br) 


65 


CF 3 


Me Me 

X. 




mp: 204-205'C 

NMR: 6 :1 .54(6H,s), 7.67-7.71 (1 H ( m), 7.80-7.84 
(1H, m), 7.92(1 H t d t J=7.6Hz), 7.99(1 H.d, J=7.6Hz), 
8.07 (1H,d,J=8.8Hz) t 8.19(1 H.dd, J=1 .6,8.8Hz), 8.31 
(1H,d,J=1.6Hz), 8.95(1H,s), 10.27(1 H,s) 


66 


CF 3 


Me Me 

X. 


oCr F 


mp: 21 5-21 TC 

NMR: 6 :1.42(6H,s),5.02(2H,s)7.28-7.36 (4H,m), 
7.69(1 H l s) I 8.07(1H l d t J=8.2Hz),B.20(1H l d l J=8.2Hz), 
8.33(1 H f s), 10.32(1 H.s) 


67 


CF 3 


Me Me 

X. 


^"OH 


mp: 205-206°C 

NMR: 6 :1. 57(6H l s) ( 6.91-6.94(2H l m) ,7.40-7.44(1 H, 
m). 7.99(1 H,dd,J=1.8,8.0Hz).8.06 (IH.d, J=8.4Hz). 
8.15(1H,dd,J=2.0,8.4Hz), 8.30(1 H.d, J=2.0Hz), 
8.86(1 H.s). 10.27(1 H,s), 1 1 .88(1 H,s) 


68 


CF 3 


Me Me 

X. 


X N 

TO 


mp:188-189t: 

NMR: <S :1.66(6H,s),7.73-7.77(2H I m),8.06 (1H.d, 
J=8.BHz),8.1 7(1 H,dd,J=2.0,B.4Hz),8.24(1 H,dd.J=1 .6, 
8.4Hz),8.3l (1 H,d,J=1 .6Hz),B.49(1H l dd,J=1 .67.2Hz), 
8.29(1 H,dd,J=1.6 l 8.4Hz),9.15<1H 1 m),10.37(1H,s),11. 
46(1 H,s) 


69 


CF 3 


Me ivi e 

X. 


^ N 
H 


mp: 122-1 23 c;(AcOEt-Hex) 

NMR: A :1.49(6H l s),6.08-6.12(1H,m),6.85-6.B8 

(1H ( m),6.93-6.97(1H,m).8.01-8.06(2H,m),8.13-8,17 

(1H ( m) i B.30-8.34(1H l m),10.21(1H,s) l 1 1.40-1 1.46 
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Ex. 


R 1 


A 




DATA 










(1H.br) 


70 


CF 3 


Me Me 




MS FAB (m/z) :4 1 8[(M+H) ■♦] 

NMR: ft :1.41(6H ( 6) ( 1.47(6H l B),7.18-7.33{5H I m), 

7.45(1 H ( s),B.05-8.14(2H,m) f 8.24-8.26(1H,m) ( 9.89 

(1H,s) 


71 


CF 3 


Me Mc 




mp: 194-19SC(AcOEt-Hex) 

NMR: 6 ;1.52(6H t s),7.2B-7.39(2H,m),7.45-7.52 (1H, 
mJ.S.OgtlH^JsB^Hzl.aie-B^OIIH.m). 8.33 (1H,d, 
J=1.6Hz),9.13(1H t 6),1 0.15(1 H,s) 


72 


CF 3 


Me Me 

X. 


XX' 


mp: IS^IB^CfAcOEt-Hex) 

NMR: 6 :1 .53(6H,S),7.42(1 H,dd,J=2.4,8.0Hz) t 7.54- 
7.58(1 H,m),7.78(1 H,U=8.0Hz),B.08(1 H,d, J=8.4Hz), 
8.15-8.18(1 H.mJ.S.SS-S.SSnH.mKB^-B.esOH.m), 
10.27(1H,s) 


73 


CF 3 


Me Me 

X. 


XT 


mp: 166-169°C(AcOEt-Hex) 

NMR: 6 :1.51(6H ( s) f 7.30-7.37(1H,m),7.52(1H,dd t 

J=2.4 ( 8.4Hz),7.72(1H,dd,J=6.4 t B4Hz) l 8.09(1H,d I J=8 

.8Hz) l 8.18-B.22(1H l m) t 8.34-8.37(1H,m),8.45 (1H,s), 

10.28(1H,s) 


74 


CF 3 


Me Me 

X. 




mp: 187-1B#C(AcOEt-Hex) 

NMR: 6 :1.53(6H,3),7.54(1H,t l J=9.2Hz) ( 7.90-7.95 

(1H,m) t 8.05(1H t d,J=8.4Hz) t 8.1 1-8.16(1 H t m), 8.25 

(1H l dd t J=2.0,7.2Hz) t B.28-8.30(1H,m) t 8.76(1H ( S) t 

10.22(1 H ( s) 


75 


CF 3 


Me Me 

X. 




mp: 197-199C(AcOEt-Hex) 

NMR: 6:1.51(6H,S),7.27-7.34(2H ( m),8.10(1H l d, J= 
8.4Hz),8.15.a20(1H 1 m) t 8.31-8.33(1H,m),9.12(1H,s), 
10.22(1 H.s) 


76 


CF 3 


Me Me 

X. 




mp: 222-223 C(AcOEt-Hex) 

NMR: 6 :1 .42(6H,s) ( 7.24-7.28(3H;m),7.35-7.40 (3H, 
m),7.44-7.56{2H,m),7.75-7.79(1H,m) ( 8.07 (1H,d, 
J=8.8Hz),8.13-8.16(1H,m),B.32-8.34 (1H,m), 8.65 
(1H l 6) l 10.22(1H,s) 


77 


CF 3 


Me Me 

X. 




mp: 197-198 c C(AcOEt-Hex) 

NMR: 6:1.55(6H,S),7.39-7.44(1H l m),7.47-7.53 (2H, 
m),7.72-7.81 (4H,m) l 8.02-8.08(3H,m) ,8.1 4-8.1 8 (1 H. 
m).8.31 -8.33(1 H,m).8.63(1 H,s),10.22 (1 H.s) 


78 


CF 3 


Me Me 

X. 




MS FAB (m/z):400[(M+H)1 

NMR: iS :1.56(6H,s),7.1 5(1H,d f J=5.6Hz),7.69-7.73 

(1H,m) f 7.82(1H,dd,J=4.5,5.6Hz),8.07(1H.dJ=8.5Hz), 

B.09(1H f br),8.13(1H ( d ( J=1.9 l 8.5Hz) l 8.28(1H f d 1 J=1.9 

Hz), 10.24(1 H.br) 


79 


CF 3 


Me Me 




mp: 197-199 c C(AcOEt-Hex) 

NMR: 6 :1 .54(6H,s) t 7.84-7.87(2H,m) t 8.06(1 H t d, J= 

B.8 Hz),8.12-8.16(lH ) m),8.30(1H ( d l J=2.4Hz) ( 8.73- 

B.76(2H,m),8.87(1H,s),10.29(1H,s) 


80 


CF 3 


Me Me 

X. 


X^^ N 


mp. 106-l08C(AcOEi.Hex) 
NMR: 6 :1.61(6H,s) ) 8.07(1H t d ) J=8.4Hz) t 8.13-8.17 
(1H,m|,8.30(1H.d,J=1.6Hz),8.79-8.82(1H t m) l 8.90- 
B.y^iifH.mi.a. io-y.1 /o n,mj,iu.aiit l m,s) 


81 


CF 3 


Me Me 


1 


mp:170-171'C(AcOEt-Hex) 

NMR: 6 :1 .65(6H,S),7.80-7.91 (2H t m),B.06(1 H.d, J= 
B.8Hz) l 8.13-8.20(2H,m),8.26-B.32(2H,m), 8.53 (1H, 
51,8.96(1 H.s),9.45{1 H,s),10.38(1H,s) 
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Ex. 


R 1 


A 


R 9 


DATA 


82. 


CF 3 


Me Me 


(-1 


mp: 172-173 C(AcOEt-Hex) 

NMR: <V:1.57(6H ( s) l 6.75-6.78(1H t m),7.14-7.19 (1H. 
m),7-40-7.44(1H,m) t 7.57(1H ( d ) J=8.0Hz) t 7.64 (1H,d, 
J=8.0Hz),8.06(1 H,d.J=8.8Hz),B. 1 3-8. 1 7 (1 H,m),8.30- 
8.33(2H ( m),10.22(1H t s),11.2B(1H,br) 


83 


CF 3 


Mc Me 




MS El (m/z):423(M*) 

NMR: d :1.47(6H,s),4.53(2H ( s) l 6.94-7.00(2H l m), 
7.04-7.1 1 (2H l m) t 8.08(1 H,d,J=8.4Hz) .8.1 7-8.22 (1H. 
m),8.27-8.30(1H,m),8.32(1H,s), 10.21 (1H,s) 


84 


CF, 


Me Me 




mp: 2B9-290 c C(AcOEt-MeOH) 
NMR: 6 :1.72(6H,s),5.61(1H ( d,J=9.2Hz) ( 7.58 (1H,d, 
J=9.2Hz),8.13-8.20(2H,m),8.27-8.34(2H,m), 10.37- 
10.44(1 H.m). 1 0.49(1 H.br) 


85 


CF, 


Me Me 


H 


mp: 147-149 C(AcOEt-Hex) 

NMR: A:1.56(6H,s),7.02-7.07(1H t m),7.16-7.21 (1K, 
m),7.32-7.36(1H,m),7.37-7.42(1H,m) .7.62-7.66 (1H, 
m) l 8.05(1H t d ( J=9.2Hz) ( 8.14-B.19(1H,m) f 8.30-8.33 
(1H,m),8.53(1H,s), 10.29 (1H,s), 11.55(1H ( br) 


86 


CF 3 


Me Me 

X. 




mp: 1 00-1 02 C(AcOEt-Hex) 
NMR: 6 :1.50(6H,s),2.45(3H,s) l 6.B5-6.8B(1H l m) I 
7.76(1 H.d^.OHzKe.OS-B.O^IH.ml.B.IS&l? (1H, 
m).8.29-8.32(1 H,m).8.41 (1 H,s) f 10.22(1 H,s) 


87 


CF 3 


Me Me 


H 


mp: 231-232 < C(AcOEt-Hex) 

NMR: 6 :1.55(6H,s),7.02-7.08(1H,m),7.32-7.34 (1H, 
m)7.36-7.45(2H,m),8.05(1H,d,J=8.4Hz) ( 8.16 (1H,dd, 
J=2.O,8.4Hz),8.31(1H ( d l J=2.0Hz) ( 8.59[1H,S) t 10.28(1 
H,S),11.66(1H ( S) 


88 


CF 3 


r 




MS FAB (m/z):438[(M+H)*J 

NMR: 6:2.01(3H,s) ( 4.34-4.48(2H,m) ( 4.87-4.96 (1H, 
m) 1 7.27-7.37(2H,m) l 7.43-7.68(1 H,m),7.65-7.79(1 H, 
m) t 8.05(1H ( dd,J=2. 1,9.0Hz), 8.14 (1H,d,J=9.0Hz), 
8.30(1 H.d f J=2.1 Hz) ,8.74-8.82(1 H,m), 11 .04(1 H.br) 


89 


CF 3 


.OH 

^\ 




mp: 181-1 82 C(AcOEt-MeOH) 

NMR: 6 ;3.80-3.B5(2H,m) l 4.63-4.68(1H l m) t 5.18- 

5.24(1H t m),7.29-7.37(2H t m) ( 7.55-7.62(1H,m),7.72- 

7.77(1 H,m),8.02-8.O6(1H,m),8.1 2(1 H,d, J=8.8Hz), 

8.33-B.38(2H,m),1 0.92(1 H,s) 


90 


CF 3 


Me Me 

X. 


-0-«> 


mp: 179t; 

NMR: 6 :1 .52(6H,s) l 3.81(3H l s) ( 7.00(2H l d l J=8.7Hz), 
7.91 (2H.d,J=8.7Hz),8.04(1 H,d,J=8.7Hz),8.02-8.05 
(1H.m) f 8.29-8.31(1H i m),8.38(1H,br) ( 10.16(1 H.br) 


91 


CF 3 


Me Me 


-0~ er 


mp:1 82-183*0 (AcOEt) 

NMR: 6 :1.52(6H f s),7.70(2H.d,J=8.4Hz),7.B9(2H, d. 
J=B.4Hz),8.05(1H,d f J=8.4Hz).8.11-8.16(1H.m), 8.28- 
8.30(1H,m),8.65(1H,br),10.19(1H,br) 


92 


CF 3 


Me Me 




mp: 173 C (AcOEt) 

NMR: 6 :1.52(6H,s),7.56(2H,d,J=8.4Hz),7.96(2H, d, 
J=B.4Hz),8.05(1H,d.J=8.7Hz) l 8.12-8.16(1H,m),8.29- 
B.31(1H.m).8.65(1 H.br), 10.19(1 H.br) 


93 


CF 3 


Me Me 

X. 




mp: 223 1 : 

NMR: 6 :1.50(6H f s).7.80(1H f d t J=8.1Hz),7.68(lH, d, 
J=1 .8,8.1 Hz) 7.81 (1 H,d,J=1 .8Hz) .8.08(1 H,d,J=9.0Hz 
1,8.1 7-8.22(1 H.mJ.B.SS-B.SBII H,m),8.87 (1 H,br), 
10.28(1H,br) 
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ex. 


n 


A 


R 9 
n 


DATA 


94 


CF 3 


Me Mc 


Br V»x 


mp: 199T- (AcOEi-(Et) 2 0) 

NMR: iS;1.51(6H l s) ( 7.35-7.41(1H t m) ( 7.62-7.66 (1H, 
m),7.68-7.73(1 H,m),8.08(1 H,d,J=8.4Hz),8. 1 8-8.22 

(iLi m \ o T7,D qQMU m \ o do f 4 lj y* r \ < n oq M U hr\ 
\ i n,inj ,o.o / "0.o»^ t n,ni j t o.oot i n ,uij , i u.£0 { i n,ui; 


95 


CF 3 


Me Me 


-O~ 0H 


MS FAB (m/z):392l(M+Hn 

NMR: 6 :1 .50(6H 1 s) 1 6.80(2H,d,J=8.7Hz),7.80(2H, d ( 
J=8.7Hz),8.04(1 H,d,J=9.0Hz),8. 1 1 -8.1 6(1 H,m) , 8.26 
(1 H,br),8.30-8.32(1 H,m),9.99(1 H.br), 10.1 5(1 H.br) 


£8 

XJ O R 8 Q 
NC F 


Ex. 


R 1 


A 


R 8 


DATA 


96 


CF 3 


Me Me 


O-Benzyl 


MS FAB (m/2):500[(M+H) + l 

NMR(CDCI 3( TMS internal standard): 6 :1 .85 (6H,s), 4.60 
(2H,br),678(2H r d ( J=7.4H2) f 6.88(2H,t,J=8.8Hz),7.08-7.33 
(3H,m) ( 7.74-7.81 (3H,m), 7.93(1 H,dd,J= 2.2, 8.4 Hz), 8.09 
(1H,d f J=2.2Hz),1 0.05(1 H,s) 


97 


CF 3 


Me Me 


OH 


mp;211-213t; 

NMRfCDCIa+DMSO-deTMS internal standard) 
6 :1.67(6H,s)7.05-7.10(2H,m),7.74(1 H,d ( J=B.5Hz),7.84- 
7.89(2H,m),7.95(1H,d, J=1 .8Hz).8.10(1H.dd, J=1.8,8.4Hz), 
9.17(1H t s) t 9.23(1H,s) 



219 



D 1 u Me. Me 

yj o H 

R* I DATA 



Ex. 


R 1 


R z 


Y 


R" 


DATA 


98 


3-CF 3 


4-CN 


0 

H 




mp; 144-146'C(AcOEt) 

NMR: 6:1.40(6H,s) f 6.69(2H f s) ) 6.80-6.63 (1H, 
m),7.01 (1 HXW=2.4Hz),7.35-7.40(3H t m) l 7.45- 
7.49(2H.m),7.65(1H,dJ=8.4Hz), 8.54(1 H.br) 


99 


3-CF 3 


4-CN 


c=s 


-o 


mp: 194-1 96^0 

NMR: 6 :1.70(6H f s),7.40-7.52(3H,m),7.B4- 
7.87(2H f m), 8.06-B.08(2H,m),8.24(1 H.s), 
1 0.02(1 H,s),1 0.20(1 H,s) 


100 


3-CI 


5-CI 


c=o 




mp: 229-230 c C(AcOEt-Hex) 

NMR: 6 :1.50(6H,s),7.23(1H,U=1.3Hz), 7.31 

(2H ( t,J=6.8Hz),7.73(1H,dJ-1.3Hz) ( 7.98-8.04 

(2H,m) l 8.51(1H,s).9.73(1H.s) 


101 


3-CF 3 


5-CF 3 


c=o 


w r 


mp: 240-241 C(AcOEt-Hex) 

NMR: 6 :1.53(6H ( s),7.32(2H,t,J=6.6Hz), 7.71 

(1H ( s),8.02(2H,dd,J=3.9.6.6Hz),8.37(2H,S),8.5 

9(1 H, s), 10.1 0(1 H,s) 
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Ex. 


FT 


R 2 


Y 


R B 


DATA 


102 


. 2-CF 3 


4-CN 


C=0 


-Or 


MS FAB (m/z):394[(M+H) 4 ] 

NMR: A ;1 .52(6H t s),7.32(2H ( t,J=9.0Hz),795- 

8.03(3H l m),8.13-8.19(1H,m) l 8.24-8.28(1H 1 m) t 

8.74(1 H t br), 9.16(1 H.br) 



*i o 




Ex. 


R 1 


A 


Y 


R 9 


DATA 


103 


CR 

wr 3 








mo 145-1 46 CfAcOEl-Hexi 

NMR: A :2.57(2H.U=6.8Hz).3.04-3.10 
(2H t m),7.4&7.45(2H,m),7.84-7.8B (3H,m), 
7.92 (1H ( dd I J B 2.0 1 8.6Kz) ,8.09(1 H,d, 
J=8.6Hz),8.24(1H,d,J=2.0Hz),10.72(1H l s) 


104 


CF 3 




SO, 




mp: 163-164 C(AcOEt-Hex) 
NMR: t> :1.02(3H t d,J*6.4Hz),2.46(2H,d, 
J=6.8Hz),3.64-3.71 (1 H, m), 7.29-7.33 (2H,m), 
7.80-7.91 (5H,m),8.16(1 H,s), 10.60(1H,s) 


105 


CF 3 


M^Me^ 


c=o 




mp: 180-181 c C(AcOEt-Hex) 
NMR: A :1 .27(6H. s ),4.03{2H,d.J=7.0Hz). 
7.24-7.31 (2H f m),7.82-7.88(2H,m) ) 8.09 
(1H,d,J=8.6Hz) f 8.1 3-8.18(1 H,m),8.32- 
8.35(1 H,m),8.42-8.48 (1 H,m),1 0.02(1 H,s) 


106 


CF 3 


M^Me^ 


so 2 




mp: 161-162C(AcOEt-Hex) 

NMR: 6 :1 .19(6H, s ),3.02(2H I d,J=6.7Hz), 

7.36-7.43(2H,m) t 7,76-7.88(3H,m),8.06-8.13 

(2H,m),8.28-8.31 (1H.mK9.91 (1H ( s) 


107 


CF 3 


M^Me^ 


c=o 




mp: 191-192C(AcOEt-Hex) 
NMR: 6 :1.27(6H,s) t 3.60(2H ) d,J=6.4Hz), 
7. 1 0-7. 1 6 (2H,m) ,7.44-7.53(1 H ,m),8.08 
(1H,d,J=B.8Hz) ( 8.15-8.19(1 H,m),8.35- 
8.38(1 H,m).8.72-8.77 (1H.m), 10.04(1 H.s) 


108 


CF 3 


Me Me 
Me Me 


c=o 




MS FAB (m/z):436((M+H)*] 
NMR( CDCI 3l TMS internal standard): 
6 :1.4B (8H.s). 1.61 (6H.s). 7.11(2H.t,J= 
B.7Hz) t 7.77-7.86(3H,m) ,7.93-8.05 (4H t m) 



1 1 



NC 



Ex. 


R 1 


A 


Y 


R 9 


DATA 


109 


CF, 


/\ 


C=0 




mp: 236-23ffC(AcOEt-Hex) 
NMR: 6 :1.80-2.02(2H,m), 2.28-2.38 (2H, 
m),2.60-2.74(2H,m),7.30-7.37 (2H,m), 
B.01 -8.08(3H,m) ,8. 1 2-8.1 6 (1 H ,m),8 .30- 
8.32(1 H,m),9.02(1H,s), 1 0.18(1 H.s) 



43- 
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Ex. 


R 1 


A 


Y 


R 9 


DATA 


110 


CF, 




S0 2 




mp: 1 69-170 c;(AcOEt-Hex) 

NMR: «V;1.53-1.80(2H l m) t 2.04-2.16(2H l 

m),2.37-2.46(2H,m),7.23-7.32 (2H,m), 

7.73-7.80(2H,m),7.98-8. 1 5 (3H,m) ,8.4 1 

(1H,s),10.24(1H,s) 


111 


CF, 


Si 


C=0 




mp; 205-207C(AcOEt-Hex) 
NMR: 6:1.79-2.05(2H t m),2.22-2.31 (2H, 
m),2.67-2.76(2H ( m) > 7.1 6-7.23(2H, m), 
7.50-7.59(1 H ( m),8.09-8. 1 6(2H ( m) ( 8.33- 
8.36(1 H ( m).9.46(1H,s),10.23 (1H,s) 


112 


CF, 




S0 2 


-Of 


mp: 211-213'C(AcOEt-Hex) 

NMR: 6 :1. 02-1. 05(2H,m),1. 30-1. 33 (2H, 

m)J.30-7.35(2H,m) l 7.82-7.86(2H,m) l 7.96 

(1H t dd,J=1.6 l 8.4Hz) t 8.07(1H,d l J=8.4Hz),8 

.12(1H.dJ=1.6Hz).8.45(1H.s). 10.24(1 H &) 


113 


CF, 




c=o 




mp: 284-286:C(AcOEt-Hex) 
NMR: 6 :1.19-1.22(2H,m),1.53-1.56 (2H t 
m),7.31-7.37(2H ( m) t 8.00-8.05(2H,m) ( 8.08 
(1 H,d,J=8.8Hz),8.20(1 H,dd,J=2.0,8.8Hz),8 
.32(1 H,d,J=2.0Hz),9.03(1H,s), 10.25(1 H.S) 


114 


CF, 


Q 


so 2 




mp: 177-178 C(AcOEt-Hex) 

NMR: 6 :1. 49-1. 63(4H,m), 1.84-1. 90 (2H, 

m),2.06-2.12(2H,m)7.23-7.28(2H,m),7.78 

-7 ( 82(2H,m),7.97-8.09{4H l m) l 10.1 1(1 H f s) 


115 


CF, 


Q 


c=o 




mp: 235-236 c C(AcOEt-Hex) 

NMR: 6:1.62-1 .81 (4H,m),1.99-2.05(2H, 

m),2.26-2.33(2H ( m),7.28-7.34(2H,m), 7.99 

-B.05(3H,m),8.12(1H t dd,J=1.6 ( B.8Hz) t B.29 

(1H ) d t J=1.6Hz),B.62(1H,s) I 10.23 (1H,s) 


116 


CF, 


Q 


so 2 




mp: ISB-IBStfAcOEt-Hex) 

NMR: 6 :1. 22-1. 54(6H,S),1 .84-1.88 (4H, 

m),7.19-7.24(2H,m), 7.72(1 H,s),7.78-7.B1 

(2H,m),7.95(1 H,dd,J=1 .6,8.8Hz),8.04-B.0B 

(2H,m),9.91(1H.s) 


117 


CF 3 


Q 


c=o 




mp: 241 -242C(AcOEt-Hex) 

NMR: 6:1 .31-1 .42(1 H,m),1 .45-1 .66 (5H, 

m),1 .93-2.00(2H,m),2.04-2.1 1 (2H,m), 7.28 

-7.33(2H,m) ) 7.93-8.13(5H l m),8.29 (1H,d, 

J=2.0Hz),10.12(1H,s) 


118 


CN 




c=o 




mp:294-295C(AcOEt) 
NMR. 6 :1.18-1.22(2H,m),1.52-1.55 (2H, 
m) l 7.30-7.36(2H l m) t 8.00-8.06 (3H,m), 
8. 16-8.1 9(1 H i m) t B.33(1H,d, J=1.8Hz), 
9.04(1 H,s),10.21(1H f S) 


119 


CN 




so, 




mp: 1 71 -1 72t;(AcOEt-Hex) 

NMR: 6 :0.98-1 .02(2H ( m),1 .28-1 .32 (2H. 

m) ,7.33-7.39 (2H ,m) ,7.80-7.86 (2H , m) , 

7.96(1 H,dd,J=2.0,8.4Hz), 8.04(1 H,d,J=8.4 

Hz),8.17(1 H,d,J=2.0Hz).B.48(1 H.s).10.23( 

1H.S) 


120 


CN 


Q 


so 2 




mp: 214-21 SC(AcOEt-Hex) 
NMR: 6 :1 .47-1 .63(4H,m),1 .B0-1 .89 (2H. 
m),2.02-2.12(2H ( m),7.2B-7.34 (2H,m), 
7.78-7.B4(2H,m) ,7.93-7.97 (1H,m).8.02- 



-44- 



WO 98/22432 



PCT/JP97/04174 



Ex. 


R 1 


A 


Y 




DATA 












8.06(2H ( m) t 8.16(1H,d t J=2.0Hz). 
10.12(1 H,s) 


121 


CN 


Q 


C=0 




mp: 134-135"C(AcOEt-Hex) 
NMR: A:1.60-1.B1(4H t m), 1.96-2.07 (2H, 
m),2.22-2.34(2H,m),7.28-7.34(2H, m), 
7.98-8.05(3H,m),8.07-8.1 1 (1 H,m), 8.29 
(1H,d,J=2.0Hz),8.62(1 H,s),1 0.19(1 H.s) 


122 


CF 3 




c=o 




mp: 246-247t:(AcOEt) 

NMR: 6 :2.02-2.10(2H,m),2.1 5-2,24 (2H, 

m),3.70-3.77(4H.m).7.30-7.36(2H,m), 

7.98-8. 15(4H,m) f 8.28-8.30 (1H.nl), 8.43 

(1H,sh10.23(1H f s) 


130 


CF 3 


-o 


C=0 




(A) MS FAB(m/z):432[(M-H) ] 
NMR: b :1 .30-1 .70(4H, m), 1 .90-2.00 
(4H, m), 2.25-2.50(1 H, m), 3.70-3.85(1 H, 
m), 7.25-7.38(2H i m), 7.88-7.96{2H, m), 
7.97-8.02(1 H,m), 8.09(1 H, d. J=8.4Hz). 
8.23-8.33(2H, m), 1 0.63(1 H, br) 

(B) MS FAB(m/z):434[(M+H)*J 
NMR: b :1 .58-1 .90(BH, m), 2.57-2.65 
(1H, m), 3.90-4.02(1H, m), 7.23-7.31 (2H, 
rn), 7.88-7.96(2H, m), 7.97-8.03(1 H, m), 
8.08(1 H, d, J=8.4Hz) t 8.19-8.26(1 H, m), 
8.36(1 H t br), 1 0.59(1 H, br) 



*1 2 




Ex. 


R 1 


R 2 


Y 


R 9 


DATA 


123 


CF 3 


CN 


C=0 




mp:249-250 t: (EtOH) 

NMR: 6 :1.63(3H,s),1.94-2.03(3H,m).2.17- 

2.28(1 H,m),3.50-3.59(1 H,m),3.73-3.82(1 H.m), 

7.29(2H,1,J=9.0Hz),7.65(2H,dd > J=5.6,9.0Hz),8 

.10(1H,d,J=8.BHz),8.17(1H.dd,J=1.8,B.8Hz).8. 

34(1H,d,J= 1.8Hz), 9.96(1 H.S) 


124 


CF 3 


CN 


S0 2 




mp: US-net: ((Et) 2 0-Hex) 

NMR: 6 :1.50(3H,s),1.88-2.07(3H,m).2.22- 

2.31 (1 H,fn),3.36-3.46(1 H,m),3.61 -3.69(1 H.m), 

7.5B-7.62(2H,m),7.66-7.71(1H,m),7.78-7.82 

(2H,m),8.14(1H.d, J=8.4Hz). 8.23(1H.dd. 

J=2.0,8.4Hz),B.29(1 H,d,J=2.0Hz),1 0.04(1 H,S) 


125 


CF 3 


CN 


S0 2 




mp: 1B0-182 C C (i-PrOH-CHCy 

NMR: A :l.52(3H,s).1.89-2.07(3H,m).2.22- 

2.31 (1 H,m).3.39-3.46(1 H,m),3.61 -3.68(1 H.m), 

7.39-7.45(2H,m).7.84-7.90(2H ) m) l 8.13(1H.d, 

J=8.8Hz).8.22(1H.dd.J=2.0.8.8Hz),8.27(1H,d, 

J=i..\j'nz) , i u.05( i H ,sj 


126 


CF 3 


CN 


S0 2 


-QhOOi, 


mp: 149-150'C (EtOH-(Et) 2 0) 

NMR: 6 :1.49(3H,s).1.86-2.07(3H,m).2.20- 

2.30(1 H,m),3.28-3.42(1 H,m),3.56-3.68(1 H,m), 

3.84(3H,s),7.03-7.13(2H,m),7.70-7.75(2H.m). 



-45- 



WO 98/22432 



PCT/JP97/04174 



Ex. 


R' 


Ft 2 


Y 


R 9 


DATA 












8.13(1H f d l J=8.8Hz)/B.23(THdd ( J=2;0;B.8Hz), 
8.29(1 H,d t J=2.0Hz),1 0.02(1 H,s) 


127 


CF 3 


CN 


0 

H 


-©-«' 


mp: 182-184 0 (CH ? CI 2 -(Et)*0) 

NMR: 6 :1.53(3H,s) t 1. 86-1. 95(1 H,m), 1.97- 

^ofSH.mj.s.SQ-s^iH.m^s-s.BS 

(1H l m) ( 7.23-7.2B(2H f m),7.52-7 i 57(2H,m), 
8.07(1 H,d, J=8.4Hz),8.18(1 H,dd,J=2.0,8.4Hz), 
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3.51-3.60 (1H,m). 6.24-8.30(1 H,m),8.07(1H,d ( 
J=8.BHz), 8.13(1 H,dd,J=2.0,8.8Hz),8.31(1H.d. 
J=2.0Hz). 10.15(1H,s) 
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(1H,m),5.93( 1H, d, J=B.8Hz),B.07(1H ( d, 

J=8.6Hz) l 8.12(1H ( dd l J=1.8,8.6Hz),830(1H,d I 

J=1.8Hz),10.17(1H,s) 
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m), 7.68-7.76(2H t m), 7.95-8.20(1 H t m), 

8.08-8.14(1H. m). 8.30(1H. br) t 10.83(1H, 

br) 
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